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1# £fe ^11^># -H-^^Kbenzoxazole analogues) H 7 fl%= 

€ £ ^-7l«J-^ofl zl enamels] ^IHH ^tr ^ 

^^flr 4r^l(benzoxazole analogues)^ 1<*IM X7> 

Jl Y7> wjl^Af^ -£K£*fl( benzoxazole derivatives) ^ X7> ^ol^ Y 7> % 

^ sj-^^l ^tq^o}.^ -fKEx-flCpyridinothiazole derivatives)!- JE^Kr 1 ^. 

5r«j-^ 1, 2, 3, 4^ «}-§- ^ 1^ r^jif £c} 
[5r^ 1] 




[sr«M 2] 
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[3J-*H 3] 



SCN 




1] 

-#71 1, 2, 3, 4 ^ «]-§-^ 1*1H, X, Y, R lf R 2 ^r AA ^Mlth ii^H 
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^^ A ># ^}*1]2] ^l2:«o v ^ {METHODS OF PREPARATION OF BENZOXAZOLE ANALOGUES} 

^-^^r 'S^Hg- -B-A>^l(benzoxazole analogues) JEfe *l|3&lHj ^ #7lw<HI 

* ^tb <2^Tr M-^l ^E]jl 5W. oje^V 3^#S] ^ H o Vl ?Hl ^^7> ^ 

An it ha Hari 2-°\v] <^^]SL^ #^#^5. «31^a>^ -fr^ll- ^ 

S'hSi-^tJ. Org. Chem. 66 pp. 991-996 (2001)], -fKE*)!* ^*Hr ^^1^1 

e]^.-o eflof^l ^$«V-§.^- ^-JES}^ « 0 T-^3f ^e^H Haruo Ogura ^ ^ 5)^} 

^l^ (nickel peroxide)!- ^sMlS. °l-g-§>^, Hae Sung Chang f-£: ^^^-Afol^ 
(potassium superoxide)* ^rsMlS. °]-§-*>^ ^l^sfe « 0 >^-g- 7fl A]^>^rf . [Chem. Soc. of 
Japan Chemistry letters pp. 1291-1294(1986) , Chem. Pharm. Bull. 29(6) pp. 1518-1524(1981)] 
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^ (combinatorial synthesis) 5E^ 2}°1 J±s1 a| tHJ ( 1 ibrary synthesis)°l ^5}^^ ^flS^r 

(sol id-phase combinatorial synthesis)^]- -§-^^ S^Hg (solution-phase combinatorial 
synthesis) °1 !&tr. 

ji*H# £TO^)5} EH ^^>7l «a^3-*K linker)* °l-g-*H £ 

^#^-§: JL^1^(JL^1 *|*1*1|H JL3i«H fM33r S-el^S.^, ^S^^-S. cf 

<#?r ^-W-S- ^*>fe 71 ^trcf. jl^I^- uv-g-^- _o S aV-g-ofl w]§> 

■§-°n tfl^r ( ^t 1 7V -g-°-HM] wlsfl -#tfl^ Jf^>ji tiV-g-#-g- o^^^ji a^a}o_3. 

CfAl ^iflfe ^7>^o] ^7jl7V ^^Jl, ^1^1^14 <$^*}21 #fMl aj-sj. A>-g-^ ^ o}^ 
aV^cfl, -g-oflAj. «]--§- 0} 7J-0 ( 71^1 7flM]-S]<H ol^ S.S. o] o. 7 ]ti]-c.^ ^cf^ ^ 
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^.g-O} ^o. ^ o]y] ^oto. 3^0^ A }-§-ig- ^-f , ^ Al^= 

* ^^l«flo> ^7>^o] Jf^o] ^ojcf. ^j, cfl 7 fl^ ^oflAj- 2^"^ ^ -f Hj-g- 

<2^7} ^cf. nl^-^-s] 6,251,68951, *fl 775644:§:°1H iL^°l afl 



<io> rcj-^, Hfl^Vlr -B-^HHl Sa^i ^r-g- ^ ^Kr ^#5l7li4, ^ 

^ ^7l7> -g-o]*V -g-ojl^- Sff/^ol 7fl^Cf^ J17>^ Jl^ ^17> J3_^- 

S\±r ^<H1 ^^2) 2]-tJ-#* tiling tf^ 

<11> Uh^<2j ^r^.^r 7]]^^ ^^Ht- -B-^>^] ^Z- ^^1 ^]S y o V ^ ^1 ^-7]w o >^^l <A 

<12> ^ ^*H*1 "eHli^eK library)"^ ^^SLS. ^ *]^*l^r 
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1, 2, 3, 4 3 ZL tiV-g-^^r 1^ ^-cf. 



<15> 



1] 




<16> 



2] 




<17> 



[3**H 3] 




<18> 



4] 




<19> 



[#-§-^ i] 



Rt 




R, 



31-8 



1020030021055 #^ <H*>: 2003/12/11 

A oM 3**H 1, 2, 3, 4 ^ aV-g-Al lofl^, X tt ^ iE^ fe^lJl, X7> ^db<a «fl Y^r 
X7> nfl Y^r A ^°14. Ri^Sr »M jIS)^ 47fl , 4^^^^^) 37fl^ ^ *1 # 

^VM-SAi qHS7l, Ci-C 3 ^ °^7), Ci-C 3 ^ W^l, ^°lJL, R 2 ^ tifl^l^. 

2] 3 57fl^ §>M- C1-C3 ^ ^71, $M°\2i7}, 

Cl-C 3 ^ °^^7l, Ci-C 3 ^ ^^^^.71, Ci-C 3 ^ ^Al^^7l ^Olcf. 



>a^r=t -fr^Kbenzoxazole analogues)^ ^ s}-^ 1«)H X7]- fi^o] 
Jl Y7> *}±<& ^^91 >ffl^># -R-£*fl( benzoxazole derivatives) ^ X7> lld^lJI Y 7> % 
^ el i- o>^ -a-£^(pyridinothiazole derivatives)!- i^h^r^. 



°i*>, ana^-a- ^13^.5. 

7lf^.S *M , Sj-^l 33] oj^El O.Alo>LilolE^ 1-1.5 i£«g=-g- A}-g-^ ^ ^AM-, 

1-1.2 H>^^rf. 

^ 1 ^l^HM 24 A]^ ZL o]^V £ 7>^-*>i4, 12 Aj^olAj- tiV-g-Al ^Jo] «>^- 
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<26> ti>-g-^ ^ HS.o>s.ZLHfl^ (thin-layer chromatography)!- a}-8-*H ^°A^r n=- 



°H ^^r£^ 100 °C tfl^l ^Ff-&517}- 7V^^>q- ( ^^£ 7 > 7># W>^-^^>cf. tiV-g-A] 
#-§-^1 ^ SeH-SS-oHlB^dFA), °J#, %^V, <3^ ( -f-o] 



#1"^ 2S+ 3 ^ ^>ufl- Cfs^ ^7>*V Aj-ylofl 71^*1 ^ «V-§-Al^ Z}- ^ofl A-j 

S t}€- s^ai X oi «fl^A>^ -fj-*>*fls. ol^o^^i efo] Elell- 
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<^ol 5£f-5]M-, ojj=L ^ ^M4. 

<34> *UH1 1. 4-gfl^O>^gj1^ 0>Pl ^Tffl#Al-# 2\ 

<35> i-i) N -(2-^olc^-Al5il^)-N'-jJ]l^o> S 3il^ E)^.^-eflo> 

<36> 2-^>al x,-3E)i^(ioo mg) 0 . 92 mmo 1 ) ^ 4-511^^511^ °1 .£>1 oHH H. (139 vl, 0.92 

mmol)# "llfM~§- -g-^flS ^£r°lH ^ JH^l ^ tf. a}-§- * * 

ollElls^. ^1^*>^ N -( 2 -^>ol^.s.Al5ll^)-N l -ffll^o>2 :2 il^ ello>o] j7^§ 

<37> ^-§-: 290 mg (91 %) 

<38> !H NMR (acetone-^, 400MHz): 69.47 (s, NH), 8.90 (s, NH), 8.54 (s, OH), 7.96-7.87 

(m, 5H), 7.79-7.77 (d, J= 8 Hz, 1H), 7.60-7.53 (m, 4H), 7.13-7.09 (t, J= 12 Hz, 1H), 
6.99-6.97 (d, J= 8 Hz, 1H), 6.92-6.88 (t, J= 12 Hz, 1H) 

<39> FAB/MS (m/z): 349 (M++1) 

<40> 1-2) 4-311 ^C>3: 311^ 0>Dl^Hfl^A>S. 
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< 4 i> N _( 2 -fr>o]^s.AliE)]^)-N'-3ill^o>2 : 3)l^ EliL-f BfloKlOO mg, 0.30 mmoDS B^-frS^} 

^ a^V£ZLHfl^(^^oH]Bl]olH-S]^ 3:1 v/v)» ^-*fl JL*||# <a^cf. 

<42> 49 mg (52 %) 

< 43 > : 209-210. 5 °C 

<44> IR (KBr): 3384, 2922, 2852, 1664, 1460, 1019, cm" 1 

<45> X H NMR (acetone-afe, 400MHz): 69.97 (s, NH), 8.12-8.10 (d, J- 8 Hz, 2H), 8.05-8.03 

(d, J= 8 Hz, 2H), 7.94-7.92 (d, J= 8 Hz, 2H), 7.61-7.57 (t, J= 12 Hz, 2H), 7.55-7.51 (t, 
J= 12 Hz, 2H), 7.46-7.44 (d, J= 8 Hz, 1H), 7.30-7.26 (t, J= 12 Hz, 1H), 7.21-7.17 (t, J= 
12 Hz, 1H) 

<46> FAB/MS (m/z): 315 (M + +l) 



<47> ^Al^ 2. 2~g(|^ Q>Pl^^l^A>#^ ^ 

<48> 2-1) N-(2-§>ol^Al3H^)-N'-5fl 1 dEl^.-f eflo> 

<49> 2-o}t>1^2jl-^(100 mg, 0.92 mmol)4 tfi^d °1 °H] °l H (110 fd, 0.92 mmoDt *fl 

<50> i 6 o mg (71 %) 
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<51> X H NMR (acetone-^, 400MHz): 69.19 (s, NH) , 8.70 (s, NH) , 8.54 (s, OH), 7.80-7.79 

(s, 1H), 7.56-7.54 (d, J= 8 Hz, 2H), 7.41-7.40 (s, 2H) , 7.24-7.20 (t, J- 12 Hz, 1H) , 
7.10-7.06 (t, J= 12 Hz, 1H), 6.96-6.94 (d, J= 8 Hz, 1H), 6.89-6.85 (t, J= 12 Hz, 1H) 

<52> FAB/MS (m/z): 245 (M++1) 

<53> 2-2) 2-^1^ o>n]iiH31^A>^ 

<54> . N-(2-*>ol = ^-Al2H^)-N'-sll^E|^.-f eflo>(ioo mg, 0.41 mmol )♦ He|l-3.3.oM| B. 

SZLHfl^C^^oHlEflolH-^l^ 3:1 v/v)» ^*fl «^ Jl^ll- <£#t±. 
<55> 27 mg (31 %) 
<56> ^rb^g: 180-182°C 

<57> IR (KBr): 3385, 2922, 2852, 1664, 1460, 1019, 734, cm" 1 

<58> X H NMR (acetone-^, 400MHz): 6 9.47 (s, NH) , 7.86-7.84 (d, J= 8 Hz, 2H), 7.43-7.41 

(d, J=8 Hz, 1H), 7.39-7.35 (t, J=12 Hz, 3H) , 7.23-7.19 (t, J=12 Hz, 1H), 7.13-7.09 (t, 
J=12 Hz, 1H), 7.06-7.02 (t, J=12 Hz, 1H) 

<59> FAB/MS (m/z): 211 (M++1) 



<60> <£X\<q 3. 2-(4-<Hl^gfl^) o>pl^^l#A>^oj ^ 

<6i> 3-D N-(2-*Hs.^-AlBU^)-N'-(4-^^^^)EliL-f eflo> 
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<62> 2-^1^-^(100 mg, 0.92 mmol)^ 4-^1^3f|l^ ol^El.£X|o}i.-llol ^ (139 ^ o.92 mmol) 

<63> 200 mg (80 %) 

<64> lH NMR (acetone-^, 400MHz): 6 9.12 (s, NH), 8.65 (s, NH), 8.51 (s, OH), 7.79-7.77 

(d, J=8 Hz, 1H), 7.42-7.40 (d, J=8 Hz, 2H), 7.23-7.21 (d, J=8 Hz, 2H), 7.07-7.03 (t, 
J=12 Hz, 1H), 6.93-6.91 (d, J=8 Hz, 1H), 6.86-6.82 (t, J=12 Hz, 1H) , 2.60 (q, 2H) , 1.20 

(t, 3H) 

<65> FAB/MS (m/z): 273 (M + +l) 

<66> 3-2) 2-(.4-^1^5|]^) oVnl^Hfl^A}^ 

< 67 > N _ (2 -s>ol^Al3l]^)-N'-(4-^€^ 1 d) B| -2.-9-31 o>( 100 mg, 0.37 mmol)* He1#S.S.o> 

^ 3. n>S ZL Sfl 31] ( ofl ^ o>^] Efl ol E - ^ ^> 3:1 v/v)# -f^ «^ -31^1* ^^Cf. 
<68> 110 mg (51 %) 

<69> ^--^ : 123-125. 3 "C 

<70> IR (KBr): 3207, 2965, 2928, 1530, 1191, 746, cm" 1 

<71> *H NMR (acetone-^, 400MHz): 6 7.83-7.81 (d, J=8 Hz, 1H), 7.43-7.41 (d, J=8 Hz, 

2H), 7.23-7.21 (d, J=8 Hz, 2H) , 7.06-7.02 (t, J=12 Hz, 1H) , 6.93-6.91 (d, J=8 Hz, 1H), 
6.86-6.82 (t, J=12 Hz, 1H) , 2.60 (q, 2H) , 1.19 (t, 3H) 

<72> FAB/MS (m/z): 239 (M++1) 
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<73> ^Al^l 4. 2-(3. 4-^#g.g.3tfl^) oypl^^AV^^ ^ 

<74> 4-i) N _(2-$>olcs. Al3i ,i^)_ N ._ ( 3 j 4-rl #5.^.511^) Bj_2_-f efl6> 

<75> 2 -o]-Dl^5ll-^(l00 mg, 0.92 mmol)4 3, 4-^ #5.3.2)1 ^ <^l4iB)^.A]o>vilolH(132 ^, 

0.92 mmoDl- ^1^* -g-nflS. *H *3£r<HH il'LM^cf. ^-§- ^ ^#-§: ^&|^ 

^ dt^S) >*fl3«H N-(2-*>olcs.Al5H^)-N'-(3, 4-^#SS.3?ll^) E] o_o-eflo>o) ^ 

<76> 242 mg (84 %) 

<77> iH NMR (acetone-^, 400MHz): 6 9.25 (s, NH) , 8.82 (s, OH), 8.61 (s, NH), 7.97 (s, 
1H), 7.66-7.64 (d, J= 8 Hz, 1H), 7.51 (s, 2H), 7.11-7.07 (t, J=12 Hz, 1H) , 6.95-6.93 (d, 
J=8 Hz, 1H), 6.88-6.84 (t, J=12 Hz, 1H) 

<78> FAB/MS (m/z): 313 (M++1) 

<79> 4-2) 2-(3, 4-^#S.53J|l^) ofnl^Hfl^A^ 

< 80 > N-(2-§}o1e^a1sH^)- N '-( 3i 4-c] #3.3.3*1)^) E]_£4-31°Kl00 mg, 0.32 mmoDl- HH]t 

^ ^ a^V£Z!EflSl(cHl^O>^EflolE_^A]. 3:1 v /v)S. ^ ^Aj] 37^= ^o^c}-. 

<8i> 80 mg (90 %) 

<82> : 181-183. 2 °C 

<83> IR (KBr): 3347, 2960, 2928, 1535, 1465, 1030, cm" 1 
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<84> *H NMR (acetone-^, 400MHz): 68.01 (s, 1H), 7.70-7.66 (t, J=12 Hz, 1H), 7.55-7.53 

(d, J=8 Hz, 1H), 7.51-7.49 (d, J=8 Hz, 1H), 7.11-7.07 (t, J=12 Hz, 1H), 6.95-6.93 (d, 
J=8 Hz, 1H), 6.88-6.84 (t, J=12 Hz, 1H) 

<85> FAB/MS (m/z): 279 (M++1) 



<86> 5. 8-#^g.-2-(substituted) ^^1^a>#q1 g-^ 

<87> 5-i) N-(2-*>ol = ^-A]-5-#^.^3j|]^)-N' -(4-2)1 ^o}^^) eflof 

<88> 2 -^lii-4-#S.S2ll^(100 mg, 0.7 mmol)4 4-5ffl ^ o]-^] ^ o]^b) ^.a] oftil o] B (0.17 

mg, 0.7 mmol)!- ^1^*^: -g-tifls. ^}^o> je^^c}-. o] * ^vfi 

^ ri^^l ^1^] 4^s:><^ z^jl jix-flo) N _(2-sr>ol=^-Al-5-^sS2|l^)-N' -(4-*)l ^S^l 

<89> 170 mg (63 %) 

<90> *H NMR (acetone-cfc, 400MHz): 69.7 (s, NH), 8.9 (s, NH), 8.1 (s, OH), 7.95-7.85 (m, 

5H), 7.59-7.52 (m, 4H), 7.07-7.05 (d, J=8 Hz, 1H), 6.95-6.93 (d, J=8 Hz, 2H) 

<91> FAB/MS (m/z): 384 (M + +l) 

<92> 5-2) 8-#S.S.-2-[N-(4-5fl 1 d^>S5ll , d)] ^jv^^^Aj-^ 

<93> N-(2-*H^^l-5-#S.S.3fl 1 d)-N' -( 4-^^^2:311^) E]^eflo> (i 0 0 mg, 0.26 mmol) 

& mm aSpf£H2fl5Tl(oll^o>x-ilEfloiE_^Aj. 3:1 v/v) s- ^^l^Afl jt^II- ^^rf. 

<94> no mg (50 %) 
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<95> ^-^^ : 191-192. 3°C. 

<96> IR (KBr): 3401, 2917, 2847, 1701, 1599, 1567, 1449, 1202, 1148, cm- 1 

<97> *H NMR (acetone-^, 400MHz): 6 10.05 (s, NH) , 8.06-8.00 (q, 4H), 7.91-7.89 (d, J=8 

Hz, 2H), 7.59-7.55 (t, J=12 Hz, 2H), 7.53-7.51 (d, J=8 Hz, 2H), 7.45-7.43 (d, J=8 Hz, 
1H), 7.19-7.17 (d, J=8 Hz, 1H) 

<98> FAB/MS (m/z): 349 (M + +l) 



<99> ^Al<^l 6. 8-#^^-2-(N-gti^)oVPl^Hfl^>#£l gfcg 

<ioo> 6-i) N-(2-^>o1^s-a]-5-^^^3]1^)-n' B| eflo> 

<ioi> 2-o>n]^-4-i- SS 3Eil^(ioo mg, 0.7 mmol)4 ^ H 

<102> (83 0.7 mmoDl- 'UTS*-* -g-^flS. *M ^£r<HH f>}^ -^o> JH^*}^!}. o] if ^ ^ 

^ <££t]-. 
<103> ^-§- : 170 mg (63 %) 

<104> *H NMR (acetone-cfc, 400MHz): 69.40 (s, NH) , 8.71 (s, NH), 8.18-8.17 (s, 1H) , 

7.54-7.52 (d, J=8 Hz, 2H), 7.40-7.36 (t, J=12 Hz, 2H), 7.23-7.19 (t, J=12 Hz, 1H) , 
7.04-7.02 (d, J=8 Hz, 1H), 6.92-6.90 (d, J=8 Hz, 1H) 

<105> FAB/MS (m/z): 279 (M++1) 

<ioe> 6-2) 8-l-SS-2-(N-tfll 1 d)^>ulii^^A].^ 
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<i07> IK2-*HJ=^-a1-5-#3.3.jM)-N* E)^o. e ilo> (100 mg, 0.36 mmol)» HE]t 

S-nVszLEflsK^^oHlEflolH-^^l: 3:1 v/v)* ^-Sfl J^€*H -H^l* <2$m. 
<ios> ^-§- : 70 mg (41 %) 

<109> 183-186. 1°C 

<110> IR (KBr): 3385, 2922, 2852, 1664, 1460, 1019, 734, cm- 1 

<m> X H NMR (acetone-<%, 400MHz): 6 9.6 (s, NH) , 7.83-7.81 (d, J=8 Hz, 1H) , 7.43-7.41 

(d, J=8 Hz, 2H), 7.40-7.39 (s, 1H) , 7.38-7.36 (d, J=8 Hz, 1H) , 7.30-7.29 (s, 3H) 
<ii2> FAB/MS (m/z): 211 (M++1) 



<ii3> 7. 8-#^.^-2-rN-(4-^1 ^ gfl yj )1 o>p1 ^^1^A>#^1 

<iu> 7-i) N-(2-5>olcs. Al _5_ #SSs n^)_ N ' .(^o,]^^]^) B)^.^-Bflo> 

<115> . 2-o>d1^-4-1-ss^1^(ioo mg, 0.7 mmol)4 4-(^^2)l 1 d) o]4iE)^.Alo].i.ilolB (106 
fd, 0.7 mmol)# ffl^-i-g- S}<*| ^o\]X] -g-o]- JUtil^cf. o] * ^^^-g- ^ 

N-(2-*M=*|.Al-5-#3.3.*||>d)-N' -(4-ofl^3jl^) Bl^-feflo].^. <£&tK 
<H6> no mg (51 %) 

<117> *H NMR (acetone-afe, 400MHz): 6 9.31 (s, NH), 8.65 (s, NH), 8.21 (s, OH), 7.42-7.4 

(d, J=8 Hz, 2H), 7.30 (s, 1H), 7.25-7.23 (d, J=8 Hz, 2H), 7.02-7.00 (d, J=8 Hz, 1H), 
6.91-6.89 (d, J=8 Hz, 1H), 2.60 (t, 2H), 1.18 (q, 3H). 
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<H8> FAB/MS (m/z): 279 (M++1) 

<119> 7-2) 8-l-S.S.-2-[N-(4-^^5fl 1 d)] f}p]^afl^A>§ 

<120> N _(2-^o]c^. A ]_ 5 _ #ss _5|^)_ N ' .(^ofl^^)^) ^_2.o. e1 ]o> (100 mg, 0.33 mmol)# H 

€^ aS.^>M2j)3l(^^o>^EflolB-«?^ 3:1 v/v)# #*fl ^fH9 JLSfl* <25W. 
<121> 5i mg (27 %) 

<i22> ^rb^ : 196-198 °C 

<123> IR (KBr): 3342, 2965, 2917, 1540, 1255, cnT 1 

<i24> i H (acetone-^, 400MHz): 6 9.53 (s, NH), 7.73-7.01 (d, J=8 Hz, 2H) , 7.40 (s, 

1H), 7.37-7.35 (d, J=8 Hz, 1H), 7.23-7.21 (d, J=8 Hz, 2H), 7.11-7.09 (d, J=8 Hz, 1H), 

2.60 (q, 2H), 1.20 (q, 3H) 

<125> FAB/MS (m/z): 273 (M++1) 



<126> ^X\d\) 8. 8-#isLjL-2-rN-(3. ^ ) 1 Q>p1 ^^fl^A># Q] ^ 

<i27> 8-1) N-(2-*V°l = ^1-5-^3.3.341 ^d)-N' -(3, 4-t\ #33211 1 d)^^eflo> 
<128> 2-^>>^l.ia-4-#5.S.s|]^-(100 mg, 0.7 mmol)4 3, °]±.^] ,2-*loHMH(100 

jtf, 0.7 mmol)l- "M-ir* -g-*fl3 *M *3£r°lH S}^ -^o> JH^^cf . o] * 3 ^ 
\H ^ <M=.3. *flaj*H ^ ^.^11^ N-(2-*H-B^l -5-1-5.3.511^)-^ -(3, 4- cm 

<129> 210 mg (87 %) 
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<iso> i H (acetone-^, 400MHz): 6 8.01-7.99 (d, J=8 Hz, 1H), 7.54 (s, 1H) , 7.43-7.41 

(d, J=8 Hz, 1H), 7.30 (s, 1H), 7.08-7.06 (d, J=8 Hz, 1H), 6.95-6.93 (d, J=8 Hz, 1H) 
<i3i> FAB/MS (m/z): 347 (M + +l) 

<132> 8-2) 8-tSS-2-[N-(3, 4-c] #S.S.5fl^)] o>nl *n.iffl^r>M-# 

<133> N-(2-*H^a1-5-^s.s.^1^)-N' -(3, 4-c] #5.^.3)1^) B|^5flo> (100 mg, 0.29 

mmol)# Hs1#S^o>a-HS^1 ^r^]^. °] ^ Be)l-3.S.<>MlH>tf-* ^W^H 

^ ^ a.S.c>Siiefl3il(o 1 l^oHlEflolH-S]^- 3:1 v/v)* f-*fl uL*fl* £&tf. 

<134> ^-§- : 70 mg (32 ft) 

<135> ^f^: 188-190. 3 °C 

<136> IR (KBr): 3374, 2922, 2847, 2363, 1454, 1406, 1142, 1024, cm" 1 

<137> m NMR (acetone-cfe, 400MHz): 6 9.97 (s, NH), 8.22 (s, 1H) , 7.72-7.70 (d, J=8 Hz, 

1H), 7.56-7.54 (d, J=8 Hz, 1H), 7.49 (s, 1H) , 7.42-7.40 (d, J=8 Hz, 1H) , 7.17-7.15 (d, 
J=8 Hz, 1H) 

<138> FAB/MS (m/z): 313 (M++1) 



<139> ^A]ofl 9. 8-^H5.-2-rN-(4-^l^.o>a^^.)1 Q>p1^^1^a>#^ ^ 

<wo> 9_i) N -( 2 -5r>ol^Al-5-u|E S .s|l^)-N , -(4-2fl^^5|l^) E] SL+ $M 

<141> 2-ofD]v c: -4-u| HS2] i^( 1 oo mg) 0.65 mmol)4 4-3|l^c.>2:3ll , d °l^El^.Alo>vilol e ( 155 

mg, 0.65 mmol)« -g-nflS. S}<*| S^S^i}. oj * ^e^ 
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<i42> ^§- : 200 mg (78 %) 

<143> l U NMR (acetone-^. 400MHz): 8 10.4 (s, OH), 9.94 (s, NH) , 9.26-9.22 (t, J=12 Hz, 

1H), 9.06 (s, NH), 7.95-7.89 (m, 5H), 7.59-7.52 (m, 4H) , 7.13-7.11 (d, J=8 Hz, 2H) 

<i44> FAB/MS (m/z): 394 (M + +l) 

<145> 9-2) 8-MBS.-2-[N-(4-3flTd6>a^l^)] 2r.iffl^A>^^| ^ 

<146> N-(2-s>ol^^.Al-5-qE S ji]^)_ N - _( 4 _5)l^o>^3il^) E]o.-f sflo} (ioo mg, 0.26 mmol) 

tb ^ ^ 3S.^V£ZLefl3X](ofl^oHlEflo]H-^^V 3:1 v/v)« #*fl ^.^l^H ^^4. 
<i47> ^-§- : uo mg (60 %) 

<148> IR (KBr): 3342, 2922, 2847, 1600, 1573, cm" 1 

<W9> i H nmr (acetone-^, 400MHz): 6 10.24 (s, NH), 8.31 (s, 1H), 8.17-8.14 (d, 1H) , 

8.09-8.06 (d, 2H), 8.05-8.02 (d, 2H) , 7.93-7.90 (d, 2H) , 7.68-7.66 (d, 1H) , 7.59-7.55 
(t, 2H), 7.54-7.51 (d, 1H) 

<i50> FAB/MS (m/z): 359 (M + ) 



<isi> ^aHI io. 8-^Hg.-2-rN-3tjl^.l o>p]^tfl^A).#o) ^ 

<i52> lo-i) N-(2-'5>ol^Al-5-qE S3l i^)- N '- 3 )]^El^-f eflo> 
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<153> 2-o\vl] i^-4-MHSBllfe(100 nig, 0.65 mmo D^l- ^vj o] ,£_X| oj-v|l e (78 id, mmol) 

<154> 130 mg (68 %) 

<155> i H mR (acetone-^, 400MHz): 8 10.2 (s, OH), 9.67 (s, NH) , 9.31-9.30 (s, 1H) , 8.96 
(s, NH), 7.97-7.95 (d, J=8 Hz, 1H), 7.58-7.56 (d, J=8 Hz, 2H), 7.42-7.38 (t, J=12 Hz, 
2H), 7.25-7.21 (t, J=12 Hz, 1H) , 7.10-7.08 (d, J=8 Hz, 1H). 

<156> FAB/MS (m/z): 290 (M + +l) 

<157> io-2) 8-^ BS-2- [N-511 ^ ] 4 D 1 1 H^Aff 

<158> N-(2-*>ol^^l-5-^HS.3)l^)-N' -sfl^ El^^lo} (ioo mg, 0.26 mmoDl- BS1-&3.3. 

<=>H1H^(TFA)^1 7>*H ^Al^Cf. Ol Jpr E^§ SS o].^l B A>( TFA )^. #*H^H ^}7]^r 

^ ^ aS^l-SZLsfl3il(oll^o>^EflolE_snA> 3:1 v/v)l- -§-*fl ZL^1# <a&t}-. 

<159> 140 mg (82 %) 

<i60> 217-219*C 

<161> IR (KBr): 3321, 3105, 3062, 2922, 1534, 1336, cm" 1 

<162> i H ^ (acetone-cfe, 400MHz): 6 9.47 (s, NH), 7.89-7.83 (m, 1H) , 7.57-7.55 (d, J=8 

Hz, 2H), 7.41-7.37 (t, J=12 Hz, 2H), 7.22-7.18 (t, J=12 Hz, IH), 6.73-6.71 (d, J=8 Hz, 
IH) 

<163> FAB/MS (m/z): 256 (M++1) 
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<164> ^X|afl 11. 8-^1 ^g-~2- rN-(4-ofl ^ Bfl Id ) 1 Pi*} ir:€#A># jg^ 

<i65> ii-i) N-(2-^>ol=s.A]-5-qE S .3 E )i^)_ NI _(4_o 1 i^ 3 fl^)Bj^.^-eflo> 

<166> 2-o>Dl^-4-qHS.3Jll^(100 rag, 0.65 mmol)^- 4-oll<M 1 d o] ^e] ^.a] oj-vi] e (99 ^ 

<167> ^-§- : 190 mg (91 %) 

<168> i H ^ (acetone-t%, 400MHz): 6 10.16 (s, OH), 9.46 (s, NH) , 9.33-9.28 (m, 1H) , 8.73 

(s, NH) , 7.96-7.94 (d, J=8 Hz, 1H) , 7.46-7.44 (d, J=8 Hz, 2H), 7.27-7.25 (d, J=8 Hz, 
2H), 7.09-7.07 (d, J=8 Hz, 1H), 2.6 (q, 2H) , 1.2 (t, 3H) 

<169> FAB/MS (m/z): 318 (M++1) 

<i?o> n-2) 8-MH^-2-[N-(4-^1^3Jfl^)] o>cl^^^>^ 

<i?i> N-(2-«1-ol=^-Al-5-^BS4 1 d)-N' -(4-^11^11^) ^^.-Y-eflo]- (100 mg, 0.26 mmol)# B 

511-S.S.c»HIB<lKTFA)<H| 7|-*H SHf-MS^. o| ^ Bb]#SSoMIB#(TFA)# ^^f^s'H 
^l^tb * €^ 3.S.c>SZLSfl3i)(o11^oHlEflolB-^^ 3:1 v/v)» *«fl *M ZL^l* <£9l^. 

<172> 150 mg (81 %) 

<i73> 161-163. 5°C 

<174> IR (KBr): 3325, 2922, 2847, 1578, 1519, cm" 1 
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<175> 1H NMR (acetone-^, 400MHz): 6 9.55 (s, NH) , 7.85-7.83 (d, J=8 Hz, 1H), 7.44-7.42 

(d, J=8 Hz, 2H), 7.25-7.23 (d, J=8 Hz, ,2H), 6.73.-6.71 (d, J=8 Hz, 1H) , 2.60 (q, 2H) , 
1.20 (q, 3H) 

<176> FAB/MS (m/z): 284 (M++1) 



<i77> 12. 8-MHg.-2-rN-(3. 4^^g^lMlMEl^L^I^ S3 

<i78> 12-1) N -(2-^ol^Al-5-u|HS.^^)-N , -(3, 4-^ #5.5.^1 ^)B]o_^-eflc»> 

<179> 2-°Mlc-4-MB3.s)|-fe-(100 mg, 0.65 mmol)4 3, 4-tq #5.^1 ^ o] o_a] o>vfl o] b 

(99 mmol)# -g-nflS. «H ^£r°lH *Hf m^]-^^. o] ^ ^ 

\fl ^ -H^Sl N-(2-^o]c^-Al-5-iJ|HS5|l 1 d)-N-(3, 4-^#^ 

<iso> 200 mg (86 ft) 

<181> X H NMR (acetone-^, 400MHz): 6 10.2 (s, OH), 9.67 (s, NH), 9.08-9.04 (t, J=12 Hz, 

1H), 8.96 (s, NH), 8.01-7.98 (m, 2H) , 7.55 (s, 2H), 7.13-7.11 (d, J=8 Hz, 1H) 

<182> FAB/MS (m/z): 358 (M++1) 

<183> 12-2) 8-m£-2-[N-(3, 4-tq#SSsfl 1 d)] c>n]^Hfl^A>^ 

<184> N-(2-^>o] E^a1-5-l]e S 5|^)- NI _( 3> 4-^#S.S.Jfl^) (100 mg, 0.26 

mmoOl- B^#SS<>H1H^KTFAH1 7fsH ^fMl^. °1 Hsl«5.S.^>HlB^:(TFA)* # 
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<185> 160 mg (76 ft) 

<186> ^-^^ : 120-121. 6 °C 

<187> IR (KBr): 3390, 2922, 2847, 1578, 1519, cm- 1 

<188> i H mmr (acetone-^, 400MHz): 69.07 (s, NH), 8.10 (s, 1H), 7.86-7.83 (d, J=8 Hz, 

1H), 7.59-7.57 (d, J=8 Hz, 1H), 7.49-7.47 (d, J=8 Hz, 1H) , 6.70-6.68 (d, J=8 Hz, 1H) 

<189> FAB/MS (m/z): 324 (M++1) 



<190> ^X\q) 13. 2-g|l^ o>Pl^3i]&lcl^Ejo>#^ ^vfl 

<i9i> i3-i) N _( 2 -s>olc^-Al^elc]i.)-N , -3fl^E)^-f eflo]- 

<192> 2 -^>olcs.Al-3-o>n]^s]^ci(70 m g ) 0.64mmole)^ ^ °)±*)S-A}°}^)°]mi00 fd , 

0.83 mmol)» ^m-fr-g- *M 3^ ^^]^ ^-§-^^1 * ^1^ 

<i93> 44mg (28 %) 

<194> X H NMR (acetone-^, 400MHz): 6 11.97 (s, OH), 10.57 (s, NH) , 9.44 (s, NH), 

8.91-8.89 (d, J= 8 Hz, 1H), 7.50-7.48 (d, J= 8 Hz, 2H), 7.34-7.30 (t, J= 12 Hz, 2H), 

7.14-7.12 (d, J= 8 Hz, 1H), 7.09-7.07 (d, J= 8 Hz, 1H), 6.24-6.20 (t, J= 12 Hz, 1H) 

<195> FAB/MS (m/z): 246 (M++1) 

<196> 13-2) 2-3ffl^ ^)^3X\^{^^^ 
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<i97> N-(2-*H^s.Al2|^tq.i c .)-N , -^l^El^.4-Bflo>(39.2mg I 0. 16mmol )« Hell-SS^HlB^ 

(TFAH1 7>bH ^ * #°« V ^T-*M B^#S.SoHlB^* allT^ ^ €^ 3.3. 

n>SZLEfl^(o11^oHlEflolE-^A> 3:1 v /v)S. ^ #q<q J7^§ <g$}cf. 

<198> 5 mg (14 ft) 

<199> : 162-164°C 

<200> IR (KBr): 3271 > 2927, 2852, 1519, 1212, 750, cm" 1 

<20i> i H ^ (DMSO-ok, 400MHz): 5 9.65 (s, NH), 8.23-8.22 (s, 1H) , 7.86-7.83 (m, 3H) , 
7.39-7.35 (t, J= 12 Hz, 1H), 7.33-7.32 (s, 1H), 7.31 (s, 1H) , 7.09-7.05 (t, J= 12 Hz, 
1H). 

<202> FAB/MS (m/z): 228 (M++1) 



<203> ^aHI 14. 2-(4-<Hl^g|l^) o>Pl^g|gl^^Blo>#ol ^ 

<204> 14-1) N _( 2 -§>ol^S.Al^^^i 1 )-N , -(4-^im5ll^)^^.-f EflO> 

<205> 2 -«>c>lc^. A j_3_o}Dl^2]^ci(70mg, 0.64mmol)2f 4-^211^ o]^&|^.A]ol.tllolH(126 

0.83 mmoDl- ^l^-ir-t- *}<^ ^ -§-<>> ^ ^llt-frS- 

<206> 105 mg (60 %) 

<207> i H ^ ( DMS0 -f/ 5> 400MHz): 6 11.99 (s, OH), 10.52 (s, NH), 9.40 (s, NH), 8.93 (s, 

1H), 7.39 (s, 2H), 7.20-7.18 (d, J= 8 Hz, 2H), 7.10 (s, IH) , 6.26-6.22 (t, J= 12 Hz, 
IH), 2.63-2.52 (m, 2H), 1.20-1.16 (m, 3H) 
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<208> FAB/MS (m/z): 274 (M + +l) 

<209> 14-2) 2-(4-^^3fl^) oVnl^^c^ic&lo]-^ 

<2io> N-(2-^>ol=^-A]n]e|r]^)-N l -(4-oll^3sll^)El^.-f efloK90 mg, 0.33 mmol)# H2]E]fS 

SoMlH^KTFAHl 7}5}<^ <s}^- -§-oV ^ #<y-#-f?-SH H e| tSSo^l ^ (TFA) ^ ^ 

^ * £3 HS.^MZL2fl3£)(ofl^o>^^olB-^^V 3:1 v/v)« f-*fl ^ <£$}4. 

<2ii> n mg (13 %) 

<212> IR (KBr): 3282, 2933, 2858, 1670, 1519, 1202, 833, 798, 720, cm- 1 

<213> i H ^ (acetone-cfc, 400MHz): 69.58 (s, NH), 8.21-8.20 (s, 1H) , 7.83-7.81 (d, J= 8 

Hz, 1H), 7.74-7.72 (d, J= 8 Hz, 2H), 7.33-7.30 (m, 1H), 7.23-7.21 (d, J= 8 Hz, 2H), 

2.62-2.60 (d, J= 8 Hz, 2H) , 1.21-1.18 (m, 3H) 
<2i4> FAB/MS (m/z): 256 (M + +l) 



<2is> ^a]6|] is. 2-(3. 4-^#5.g.g|1^) o>pl^g]e|cl^Elo>^ gj^ 

<2i6> i5-i) N _( 2 -^>ol^s.Al2]s1iq^)-N , -(3 > 4-xq#SS.JJ|)^)B|^.-f ^6} 

<217> 2 -5>ol^s.A]-3-o]-Dl^3i]^cl(70mg, 0.64mmole)2}- 3, 4-^#S.S5ll 1 d ^Bl-MoHH 

BC155 id, 0.83 mmol)* *im^§- -§-°fl3. *><^ ^°J: ^£r°lH ^ 

<218> ioi mg (51 %) 
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<219> X H NMR (acetone-ofe, 400MHz): 6 11.84 (s, OH), 10.89 (s, NH), 9.73 (s, NH) , 

9.13- 9.11 (d, J= 8 Hz, 1H), 8.20-8.19 (s, 1H), 7.62 (s, 1H), 7.54-7.52 (d, J= 8 Hz, 1H) , 

7.14- 7.12 (d, J= 8 Hz, 1H), 6.29-6.25 (t, J= 12 Hz, 1H) . 
<220> FAB/MS (m/z): 314 (M++1) 

<22i> 15 _2) 2-(3, ^tSS.^l'i) i^s) 3 t) ^ o}^ 

<222> N _ ( 2-^olc^-Alii]^^^)-N'-(3 > 4-^#SS.5fl^)^^^o>(ioo mg, 0.32 mmol)# H 

e^l-S.SoHlB^(TFA)ofl Spf ^-<£ «-fttb ^ #<a-^#*H t-SS<>HlH*KTFA) 

^ * ^ HS^l-SZLHfl^Coii^oHlEflolH-^^: 3:1 v/v)» **fl 

<223> 20 mg (21 %) 

<224> : 270-272°C 

<225> IR (KBr): 3395) 2922, 2857, 1599, 1459, 1029, cm" 1 

<226> lH NMR (acetone-ok, 400MHz): 610.82 (s, NH), 8.35-8.34 (s, 1H), 8.30-8.29 (s, 1H), 
7.96-7.95 (s, 1H), 7.76-7.74 (d, J= 8Hz, 1H), 7.56-7.54 (d, J= 8Hz, 1H), 7.41-7.38 (m, 
1H) 

<227> FAB/MS (m/z): 296 (M++1) 
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l^ty 1] 

[SHM 1] 




[S]-*M 2] 




[SJ-*H 3] 




[Sf-t^ 4] 
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^7} sHsH 1, 2, 3, 4 ^ Xfe £± &±o] JL, X7> £±<£ ufl Y ^ 

, X7> fhfc^ nfl ^diolcf. i«JIt£]3 47fl, 21 -3} 5} ^ JI &] 2} 37fl2] *1 ^ 

Ci-C 3 ^ <g&7], Ci-C 3 ^ 7l , ^S^lal, R 2 ^ lifl^lJie)^ 

57^ ,^*]# *>uf o] AV C_ ^ ^ ( ^-S^l, C1-C3 M7l, ^1^0> S 7l, Ci-C 3 ^ 

t^l7l, d-C 3 ^ °^^0.7l, Ci-C 3 2] ^^^^71014. 

2] 

27fl o]a o vo^ ti>-§-^^ zj-zj-ofl sf^-^i 2^3^ 31-^-1- ^ o] av^. ^3 

Til ^7l-*V l^Voj wj-^ A) S cfS. 3^-3 ^. 2 f £i=- ^ ^ # ^0} 

^01^. ^ .g. ^ ^ ^ e^-oi y ell- ^1 s«H=- . 
3] 

XI 1*8" £^ XI 2%H1 &<>H, ^-741 1)5] -fj-7).-g-nfl7> XI fM:, ofl^-g., oflEfle #ofl^ A} 
*>v+ °1^ 
4] 

XI 3%H1 &°H, ^"Tfl 2)^ ^O] Eejf^oHlEA^ 0]A]- j ^AV ; 3§-A]- ^o])A] 

5] 

XI #X1 1)^ -B-7l-g-pH7V «o v ^. 

[^T 1 * 6] 

XI 5*H1 91°]^ , ^Tfl 2)^ Aj-o] HeU-SSoHlB^l <E^r AliHsl ^uf o] 
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[3^* 7] 

*ll 6%H1 5U°1*1, #31 2)2] <lH B&|#SS.oHlH^<?I ^ . 
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